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PURPOSE

To provide information on the imitation likely 1o arise from a single instillation of RDIL 0486 into the
eye,

PROCEDURE

A group of New Zealand albino rabbits was received from Davidson's Mill Farm, South Brunswick,
MNJ. The animals were singly housed in suspended stainless steel caging with mesh floors. Litter paper
was placed beneath the cages and was-changed-at least three imes per week, The animal room was
temperature controlled and had a 12-hour light'dark eycle. The amimals were fed Purina Rabbit Chow
#5326 and filtered tap water was supplied ad [ibitem by an automatic watering system.

Following acclimation to the laboratory, the eves of a group of animals were examined. Six healthy
rabbits (3 male and 3 female) without pre-existmg ocular irmitation were selected for test.  One-tenth
of a milliliter of the test substance was instilled into the conjunctival sac of the left eye of each rabbit
by pulling the lower lid away from the eyeball. The upper and lower lids were then gently held together
for about one second before releasing to minimize loss of the test substance, The right eve remained
untreated and served as a control,

Ocular irritation was evaluated with the illumination of a white light source at 1, 24, 48 and 72 hours
after instillation according to the "Scale for Scoring Ocular Lesions"' (See Table 2). Fluorescein dye

' Draize, 1H., Woodward, G.and Calvery, HO. Methods for the study of imtation and toxicity of substances applied wpically to
the skin and mucous membranes. . Pharmacol. Exp, Ther 1944; 82:377-390,
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was used at 24 hours to verify the absence of comeal damage. The time interval with the highest mean
score (Maximum Mean Total Score - MMTS) for all rabbits was used to classify the test substance by
using the svstem of Kay and Calandra® described below,

Lrritation ; : g e
MMTS Classification Requirement For Mamtenance of Classification
0.0-035 MNen LUp ta 0.5 at | howr with zeros at 24 hours; otherwise, merease one level
OH-25 Practically non | with zeros at 24 hours: otherwise, increase one level
26-150 Mimirally with zeros at 48 hours; otherwise, incrense one level
in:l =234 Mildhy with zeros at 96 hours; otherwise, increase one level
i a 2 vi < i
35.1 = 50.0 Modzrately wuh_? {jzl?l' mean < 20 and u[dwuhml uriml scares = 10 in at least 601 of the
rabbits with no tatal seore =30; otherwise, increase one level
¥ wath 7 day mean = 40 and individual total scores < 30 'in ot least 60% of the
SEL=B00 Sepeicly rabbits with ne total score > 60; otherwise, increase one level
201 - 100.0 Extiornel with 7 day mean < 80 and individual ol seores < 60 in a1 least 600 of the
i : Y rabbits with ne total score =100; otherwise, increase one fevel
00,1 =110 Ml mmlv day mean = 80 and individual total scores > 60 in at least 60% of the
rabibits; otherwise, decrease one level

3. RESULTS

[ndividual eye irritation scores are presented m Table 1. The Draize Seale for Scoring Ocular Lesions
15 presented in Table 2.

Adl animals appeared active and healthy. Apart from the eye imitation noted below, there were no other
signs of gross toxicity, adverse pharmacologic effects or abnormal behavior,

One and twenty-four hours after test substance instillation, conjunctivitis was observed in all six treated
eves, Within 48 hours, all rabbits were free from ccular irritation.

The Maximum Mean Total Score of RDIL 048615 3.7

4. CONCLUSION

Based on the classification system used, RDIL 0486 is classified as minimally irritating to the eye.

' Kay JH, and Calandra JC, Inerpresation of eye irmation tests, o Soc Cos Chem 1963; 13:281-289,
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SIGNATURES

RDIL D486

We the undersigned declare that the methods, results and data contained in this report faithfully reflect the
procedures used and raw data collected during the study.

Dariel I, Meorkel, B.S. Date
Study Direcror

Christopher Day, B.5. Drate
Principal Toxicology Technician

Frank Fielder, B.5. Date
Quality Assurance Supervisor




TABLE 1: INDIVIDUAL SCORES FOR QCULAR IRRITATION
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Rabbit No.: 1006 (Male)

Rabbit No.: 1007 (Femalg)

Rabbit No.: 1008 (Male)

Hours

Hours

Hours

24 |48 ] 72

L | g8 ] ag [ 73

24 | 48 | 72

l. Cornea

AL Opaeity ] o' 0 0 ] 0 ] 0 ] o' { 1]
B. Area 4 4 4 4 4 4 4 4 4 4 4 4
{AxBS { ] 0 il i 0 ] 0 i) 0 0 {
1. [ris

A. Values i) 0 ] { 1] 0 ) t 0 ] 1] 0
Ax3 ] 1] 0 0 {} 0 0 ] ] 0 ] 0
[1I. Comjunctivae

A Redness I 1 ( ( 2 I ] 0 2 [ { 4]
B. Chemosis { i) 1] 0 i) i i) 0 ] i 1] 0
C. Discharge {) 0 il 0 1 0 { 1] i 0 I
{ATBHC)x2 2 2 i ] ] 2 ] { 4 2 ] {
Total 2 2 I 1] ] 2 ) {} 4 2 ] {

2% fluorescemn sodum used to venfy the absence of comeal opacity.
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TABLE 1 (cont.): INDIVIDUAL SCORES FOR OCULAR IRRITATION

Rabbit No.: 1009 (Female)

Eabbit Na.: 1010 (Male)

Rabbit No.: 1011 (Female)

Hours Hours Hours

I ] 28] 48 | 72 T ) T ) I | 24 | a8 | 72
l. Comnea
A. Opacity i 0' 1] 0 {} 0 0 i i 0 0 1]
E. Area 4 4 4 4 4 4 4 4 4 4 4
{AxB)xS5 {) il { ] 0 0 {l 4] 1] {0 ] 0
1. Iris
A: Values ] i) 0 0 i [ { 0 1] 0 0 i
Ax3 ] 0 0 {0 0 0 0 1] ] ] 4]
ITL. Conjunctivae
A. Redness I | ] ] 2 I () 0 2 I 0 ]
B. Chemosis 1] { 1] i { 0 i i) 1] 0 ] {
C. Discharae ) 0 {l 4] l { 4] 0 ] { 3] ]
{A+TB+C2 2 2 ] ] 4 2 0 0 4 2 0 ]
Total 2 2 { 4] A 2 ] 4] 4 2 0 ]

' 2% fluorescein sodium used to verify the absence of comeal opacity
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TABLE 2: SCALE FOR SCORING OCULAR LESIONS

l. Comea

A Opat:ity—demc of density (ares most dense mken for reading)

Seattered or diffuse arca, d::md.rmfm clearl}rmahlr: R e L e L B R
Easily discemnible transhucent areas, details of iris shghdy meﬂ:ﬁd

Dpalescant areas, no details of irds visble, size of pupil harsly dmcnuhie
B. Area of comes mvolved

-l'-\l..n-J'I-JI—-'ﬂ

e QUArter (0F 1088 BIE BOUZEID | 1ivro... 1o ressessssesessessssesssesessemmeseesetenteenms et st e e st S e e A VS
Cirgater than one quarter, but less than half
Chreater e half bub ess than (Mo queartanm e i e e e e L,
Greater than thiee quarters, U 10 WhBIE AL il ittt iemeeserrms e esereer st et et ee e e s oo
AXBXS Total Maximuom = 80

Bt

2. Ins

A WValues

Fulds above nonmal, congestion, s'.xelluug, l:u-l.umumcal imjEeton [:nw -:v.ra.fi of Lhe:se o mlnbmar.lon :'r!'m} Thcm:uf}

iris 5411l reacting to Light (sheggsh reaction is positive) ..
No resetion to light, hemorthage, gross destruction (any or all 6FthEse .. ... i oo cres s oo ettt
AXS Total Maximum = ()

£ 5 Conjunctivac

A Redness (refers to palpebral and bulbar conjunctivae excluding comea and iris)

WVessels nommal... B e e e e )
Vessels tlef'mtfe]y m;cl.lr.{l abuvc nonna] i
M-:sn, diffuuse, deéper crimson red, md:wdua] w.,w:]s not easﬂ!u.r dwkmbil:

B: L'hesmeis

Any mcﬂmg above mﬂmﬂl {ml..]nd:h nictitating rmmhrm::} ..................................................................................... R 1

Obvicus swelling with partial eversion of lids . i
Swelling with 1ids about half-closed .. &

Sweliing with lids about half-clossd 1o anpimel;,r n:[{:n.a.i

[nscharse

Mo disehir pl s e L R e s . O |
Any amount different from nomnal (does not include small amounts observed in mu-arml:lﬂ'lua ui' il Eﬂ'lll']‘:ﬂlb}......_...,..,..........,.. ]
Discharge with moistening of the fids and hairs just adjacent to lids. .. R S e A e e T
Discharge with motstening of the lids and hairs, and considerable area ﬂmuml the eye... e P e B o S
Scors (A + B+C)pX2 Tzl "v'id:-c:mml—-7ﬁb

Total Maximum Score: 110 represents the sum of all scores obtained for the comea, irs and conjunctivae,

* These scores represent a positive response,




